(U) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property 
Organizatioa 
Internationa] Bureau 

(43) International Publication Date 
17 March 2005 (17.03.2005) 




PCT 



iliill 


lllllilllllllll 


Hllllliiillllillll 


iiini 



(10) International Publication Number 

wo 2005/023267 Al 



(51) International Patent Classification^: A61K 31/557, 

31/662, C07C 49/753, 69/743, 235/30. C07D 257/04, 
C07F 9/08, A6 IP 27/06 

(21) International Application Number: 

PCTAJS2004/026607 

(22) International Filing Date: 16 August 2004 (16.08.2004) 

(25) Filing Language: English 

(26) Publication Language: English 



(30) Priority Data: 

10/652,634 



28 August 2003 (28.08.2003) US 



(71) Applicant {for all designated States except US): ALLER- 
GAN, INC. [US/US]; 2525 Dupont Drive, Irvine, CA 

92612 (US). 

(72) Inventors; and 

(75) Inventors/Applicants (for US onfy)i OLD, David, W. 



[USAJS]; 13771 Typee Way, Irvine, CA 92620 (US). 
BURK, Robert, M. [US/US]; 1337 Cerritos Drive, La- 
guna Beach, CA 92651 (US). DINH, Tbang, D. [US/US]; 
11531 College Avenue, Garden Grove, CA 92840 (US). 

(74) Agents: BARAN, Robert, J. et al.; c/o Alleigan, Inc., 

2525 Dupont Drive, Irvine, CA 92612 (US). 

(81) Designated States (unless otherwise indicated, for every 
kind of national protection available): AE, AG, AL, AM, 
AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, 
GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, 
KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, 
MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG, 
PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, S Y. TJ, TM, 
TN, TR, TT, TZ, UA. UG, US, UZ, VC, VN, YU. ZA. ZM. 
ZW. 

(84) Designated States (unless otherwise indicated, for every 
kind of regional protection available): ARIPO (BW, GH, 

[ Continued on next page] 



(54) Title: CYCLOHEXYL PROSTAGLANDIN ANALOGS AS EP4-RECEPTOR AGONISTS 




(57) Abstract: The invention relates to the use of novel cyclohexyl 
analogues of E-type prostaglandins as EP4 agonists, in general, and, in 
particular as ocular hypotensives. The cyclohexyl analogues used in ac- 
cordance with the invention are represented by the following formula I 
wherein the wavy segments represent a or P bond, dashed line repre- 
sents the presence or absence of a bond W, Y, Z, R, R^ , R^ and R^ are 
as defined in the specification. 



in 



O 



raso 




COgMe 



78S0 



OTBS 




MF'PVRIDiNE, MeCN: 



i ^CikPte 



wo 2005/023267 Al liliiiniilllilllllilllilliiiiillii 



GM, KE, LS, MW, MZ. NA, SD. SL, SZ, TZ, UG, ZM, 
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, 
FR, GB. GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, SI, 
SK. TR), OAPI (BF, BJ, CF, CG. CI, CM, GA, GN, GQ, 
GW, ML, MR, NE, SN, TD, TG). 

Published: 

— with international search report 



before the expiration of the time limit for amending the 
claims and to be republished in the event of receipt of 
amendments 



For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



